Konjenital bilateral perisilviyan sendrom (KBPS) epilepsi, psödobulber paralizi, kognitif hasar ve beyin görüntülemesinde iki taraflı perisilviyan anormalliklerle karakterize bir nöronal migrasyon bozukluğudur. Bu yazıda tedaviye dirençli nöbetler ve düşme atakları ile başvuran ve detaylı öykü, nörolojik muayene ve manyetik rezonans görüntüleme (MRG) bulguları ile KBPS tanısı almış 44 yaşında bir erkek olgu sunuldu. On üç yaşından beri nöbet şikayeti olan hastanın antiepileptik tedaviye rağmen ayda bir olan jeneralize tonik klonik nöbetleri ve her gün olan tonik/atonik düşme atakları mevcuttu. Nörolojik muayenesinde sağ tarafta daha belirgin olan piramidal bulgular, psödobulber paralizi ve hafif kognitif bozulma mevcuttu. İnteriktal elektroensefalografisinde iki taraflı frontotemporal keskin yavaş dalga deşarları mevcuttu. MRG'sinde iki taraflı perisilviyan local kortikal kalınlaşma ve polimikrogri mevcuttu. Tedaviye dirençli nöbetleri olan hastalar mutlaka spesifik bir sendrom olasılığı açısından beyin görüntülemesini de içeren detaylı bir inceleme yapılarak değerlendirilmelidir. Tedaviye dirençli nöbetler, psödobulber bulgular ve mental retardasyon KBPS tanısını destekler. Beyin MRG incelemesi bu sendromun tanısında önemli role sahiptir.
Introduction
Congenital bilateral perisylvian syndrome (CBPS) is a congenital neuronal migration disorder characterized by epilepsy, pseudobulbar palsy, cognitive deficits and bilateral perisylvian abnormalities at brain imaging. [1] Epileptic seizures are present in the majority of cases with CBPS, with a broad spectrum of seizure types, including generalized tonic-clonic (GTC), typical and atypical absences, atonic and tonic seizures or drop attacks.
We report a case of a 44-year-old male with a history of seizures from the age of 13 years, presenting with drop attacks and diagnosed with CBPS after detailed history, neurological examination and magnetic resonance imaging (MRI) findings.
Case Report
A 44-year-old left-handed male was admitted to our hospital due to epilepsy and recurrent episodes of drop attacks. The patient was delivered vaginally on term after an unremarkable pregnancy. He had no history of perinatal disease, febrile seizures, head trauma or central nervous system infections. He had four brothers with no health problems. No family history of seizures, epilepsy or progressive neurological disorder was reported.
The patient had an orthopedic abnormality in his right foot from birth. He was unable to walk alone until undergoing surgery to the right foot at the age of 7. Following that operation he started walking alone, albeit with difficulty. Otherwise he had normal developmental milestones and graduated from primary school (5 years).
He started having seizures at the age of 13. These were described as GTC seizures, at a frequency of one or two per week. He was given diazepam 5 mg orally daily but continued having seizures once per week. However, he was not admitted to any other hospital and continued using diazepam for 15 years. After that time, in addition to continuing weekly GTC, he also started having sudden falls. Drop attacks occurred while sitting or standing. He was admitted to a neurologist for the drop attacks, and medication was changed to carbamazepine 800 mg daily. Following initiation of carbamazepine, frequency of GTC seizures decreased to once a month, but he continued having 2 or 3 drop attacks per month. The carbamazepine dosage was increased to 1200 mg daily after 3 years due to the gradually increasing frequency of seizures. The patient used carbamazepine for 9 years without any medical supervision. He continued having GTC seizures once per week. The frequency of drop attacks gradually increased to 2 or 3 per week, and sometimes to once or twice a day. Levetiracetam 3000 mg daily was added to treatment by a neurologist, after which GTC occurred once a month, but drop attacks continued at the same frequency.
The patient was first admitted to our clinic due to recurrent episodes of drop attacks in November 2013. He was able to walk alone, but with difficulty. He had dysarthria, nasal speech, dysphagia and drooling, which relatives said had begun after the onset of seizures. Neurological examination revealed mild spastic quadriparesis with right-sided predominance (Modified Ashworth Scale grade 1). Gag reflex could be elicited. Deep tendon reflexes were hyperactive, and plantar reflexes were bilateral flexor. Brief cognitive assessment test demonstrated short-term memory impair- Routine laboratory blood and urine tests were normal. Interictal electroencephalogram (EEG) revealed bilateral frontotemporal sharp-slow wave discharges (Figure 1 ). During video EEG monitoring he had 8 drop attacks while sitting or walking. Drop attacks were characterized by a sudden head drop and forward flexion of the upper body. Ictal EEG revealed generalized frontally predominant rhythmic fast activity.
Cranial computed tomography revealed bilateral focal cortical thickening extending to the level of the vertex along the sylvian fissure (Figure 2a, b) . MRI revealed thickening of the perisylvian cortex continuous with the central sulcus and bilateral irregularity of the cortical-white matter junction around the sylvian fissure, suggesting polymicrogyria, which is typical for CBPS (Figure 2c, d ). 
Diagnosis of CBPS was made on the basis of the typical
clinical and neuroimaging findings. Valproic acid treatment was substituted for carbamazepine. After 1 month there was no change in seizure frequency, and the dosage of valproic acid was increased. The patient is still on follow-up Epilepsi 2014;20(3):134-138
Discussion
We describe an epileptic patient with poor seizure control with no regular neurological follow-up. Although our patient exhibited typical clinical and neuroradiological features associated with CBPS, diagnosis was delayed due to lack of detailed assessment.
CBPS is a migration disorder characterized by bilateral perisylvian polymicrogyria which can lead to serious neurological disability due to intractable seizures, pseudobulbar paresis resulting in dysarthria and swallowing difficulties and cognitive deficits. Our patient also had mild spastic quadriparesis with right-sided predominance and dysarthria, nasal speech, dysphagia and drooling. The postulated mechanisms include cerebral hypoxia/ischemia, injury during neuronal migration and gene mutation, however the exact cause of this syndrome or the timing of the development of the malformation remains unknown. [1] [2] [3] [4] Although the majority of cases of CBPS appear to be sporadic, reports of cases including twins and siblings suggest a genetic predisposition. However, different modes of inheritance including X-linked, autosomal dominant and autosomal recessive from different families have been reported and the mode of transmission remains unknown. [1, 2, [5] [6] [7] Although it has been reported that prenatal diagnosis may be difficult due to the possibility of not reaching the final folding until birth, there are case reports of patients diagnosed with polymicrogyria by prenatal MRI and ultrasound. [2, 8, 9] Recognition of the disorder enables early appropriate management of the disabilities and seizures.
Epilepsy has been reported to be present in more than 85% of cases with CBPS, with onset usually between the ages of 4 and 12. [1, 5] Kuzniecky et al. reported that the most frequent seizure types included atypical absence, atonic/ tonic seizures or drop attacks and, tonic-clonic seizures, and less frequently partial attacks. [1] Our patient presented with GTC seizures at the age of 13 and drop attacks at the age of 28. Although seizures in CBPS are usually resistant to antiepileptic medications in most cases, there are also reports of seizures being well controlled with pharmacological therapy or surgery. Frequency of GTC seizures in our patient decreased to once a month with levetiracetam, but tonic/atonic drop attacks persisted at the same frequency as before. Corpus callosotomy has been reported to be a useful treatment in patients with disabling seizures, especially with intractable drop attacks. [1, 2, 5] Kuzniecky et al. reported pronounced seizure reduction, improved behavior and social adaptation after surgery in their patients. [1] This may also be an option in our patient after regular follow-up, readjustment of antiepileptic therapy and evaluation of the clinical response.
Kuzniecky et al. described the clinical and laboratory features of 31 patients with CBPS. EEG demonstrated generalized or bilateral spike and wave discharges in 50% of these. [1, 4] Perisylvian abnormalities at imaging and motor symptoms tend to be symmetrical in most cases. However, relatively asymmetric involvement of one side has also been reported. [1, 4, 5, 10] Our patient also exhibited right-sided predominance in motor symptoms, but symmetric abnormalities at neuroimaging.
Although mental retardation is regarded as one of the characteristic features of this syndrome, [1] Donders et al.
reported that individuals with CBPS may present with heterogeneous psychological presentation and that cognitive impairment may not be as prevalent as previously suggested. [5] Our patient also had mild cognitive impairment, which supported Donders' observation. Kuzniecky et al. also reported varying degrees of mental retardation, from mild to severe, in their case series. [1] However, only the BCAT and IQ test were used in our case, and revealed average IQ and mild short-term memory impairment. More comprehensive neuropsychological evaluation might have been more informative. The location of the polymicrogyria also has an important effect on symptom complexes and prognosis. Barkovich et al. reported that patients with bilateral frontal polymicrogyria had more severe motor delay than speech delay, mild mental retardation and lower frequency of seizures, whereas patients with perisylvian polymicrogyria presented more frequently with speech dysfunction. [6] CBPS has been reported to be associated with malformations such as arthrogryposis, [1] clubfeet, [1] micrognathia, [1] polydactyly, constriction band syndrome [3] and pituitary abnormalities. [11, 12] Thirteen to thirty-three percent of cases have been reported to be associated with arthrogryposis multiplex congenital, which is characterized by joint contractures from birth. [13] Our patient also had an orthopedic abnormality in his right foot at birth which was thought to be clubfoot, and underwent surgery when he was 7. He had no other joint abnormalities suggestive of arthrogryposis multiplex congenita. Association of skeletal abnormalities suggests that genetic factors may be involved. [13] This case report emphasizes the importance of detailed investigation in patients with epilepsy, especially patients with refractory seizures for the possibility of identifying a specific syndrome. Intractable seizures, pseudobulbar signs and mental retardation suggest the diagnosis of CBPS. MRI of the brain plays an important role in the diagnosis of this syndrome.
